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DETAILED ACTION 
Application Status 

1 . Applicant's response to the Office Action mailed October 6, 2005 on January 9, 
2006, 2005, is acknowledged. The Terminal Disclaimer filed on January 9, 2006 has 
been received and entered. 

Claim Disposition 

2. Claims 32-33 have been added. Claims 1 8-25 and 28-33 are pending. Claims 
18-19, 24-25 and 32-33 are under examination. 



Sequence Compliance 

3. The sequence amendment filed on January 9, 2006 has been received and 
entered. The application is now in compliance with the sequence rules. 

Priority 

4. As previously stated, applicant has not complied with one or more conditions for 
receiving the benefit of an earlier filing date under 35 U.S.C. 119 (a-d) as follows: while 
applicant has claimed priority to France 97/03899, filed March 28, 1997 and France 
97/1 1317, filed September 11,1 997, no certified copy is present in the application. The 
examiner cannot grant priority until said documents are received. 
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The response filed on January 9. 2006 stat that the Examiner acknowiedged a 
copy of the priority document on June 3, 2003, in Paper No. 34 (see page 9 of the 
response). It is assumed that applicant is refemng to the parent file, however, each 
application filed has to have a certified copy of the priority document and none was 
found in the instant application. 



Withdrawn-Specification Objections 
5. Previous objection to the specification are withdrawn by virtue of subrnisslon of 
an amendment. 



Information Disclosure Statement 

6. The information disclosure statements filed on October 3, 2003 and July 1 5. 
2005 have been received and entered. The references cited on the PTO-1449 Form 
have been considered by the examiner and a copy is attached to the instant Office 
action. 



New-Claim Objection 

7. Claims 1 8 and 24 are objected to because of the following infornfialities: 

Claim 18 Is objected to for the recitation of "at least one protease active" instead 
of "at least one proteases". 
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For clarity and precision of claim language it is suggested that claim 24 is 
amended to recites "A cosmetic or pharmaceutical composition". 
Correction of is required. 

New-Claim Rejections ■ 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machiine, manufacture, or composltton of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

8. Claims 1 8-1 9, 24-25 and 32-33 are rejected under 35 U.S.C. 101 because the 
claimed invention is directed to non-statutory subject matter. Note that the claimed 
composition claims have been amended to recite "peptides" and "polypeptides", 
however, there is no clear indication that these are not products of nature. It is 
suggested that the claims are amended to recite "purified", "isolated" or "synthetic" in 
association with the claimed products and to demonstrate the hand of man. . 

New-Claim Rejections - 35 USC, 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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9. Claims 1 8-1 9 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter wtiicli was not described in tlie specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

The claimed invention is directed to a composition comprising peptides obtained 
by the protease digestion of a polypeptide of SEQ ID N0:1 , using an effective quantity 
sufficient to increase desquamation of at least one protease active on the polypeptide, 
said protease comprising Endoproteinase LysC, Endoproteinase GluC, Thrombin, 
pepsin, Myxobacter AL1 17 or Elactase (see for example claim 18). The claimed 
composition comprise a genus of peptides resulting from said digestion for which no 
structure is provided and for which the specification has not described possessing the 
asserted function. The skilled artisan cannot envision the detailed chemical structure of 
all the peptides encompassed in the claims, thus the claimed invention lacks adequate 
written description. Claim 18 and the instant specification provides a laundry list of 
protease for digestion to obtain the unspecified amounts of peptides. The specification 
does not provide information as to the potential cleavage sites of the enzymes or 
Indicate what enzyme or mixtures of enzymes are used. The art recognizes that a 
potential cleavage site does not necessarily result in an actual cleavage site, as 
cleavage sites can be inaccessible. Klaus et al. describe cleavage sites that are not 
readily accessible to the mitochondrial processing peptidase that become cryptic and 
uncleaved protein accumulates in vivo in the mitochondrial matrix ( page 859, right 
column). It is also stated that "...presequence, a cleavage site motif may be presented 
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in a conformation that allows processing by the mitochondrial processing peptidase 
while the same sequence inside of a protein could become part of a folded domain 
where it would no longer be accessible for the mitochondrial processing peptidase 
(page 860, left column). According to Klaus et al. cryptic cleavage sites are not 
uncommon. For example, Factor Xa of the blood clotting system efficiently cleaves 
prothrombin after the sequence motif lEGR ... In chimaeric fusion proteins, the same 
motif is cleaved with largely different efficiencies and in many cases, the site is not 
recognized..." (see Eur. J. Biochem. vol. 236, pages 856-861, 1996). In addition, the 
optimum condition of the enzyme is important, what order the enzymes are added to the 
digest and the activity of the enzymes (which enzyme is more active). Furthermore, 
substrate specificity plays a critical role. The instant specification provides three 
peptides, which is not representative of the peptides encompassed in the claims. The 
specification fails to provide any additional representative species of the claimed genus 
to show that applicant was in possession of the claimed genus. A representative 
number of species means that the species which are adequately described are 
representative of the entire genus. The written description requirenfient for a claimed 
genus may be satisfied through sufficient description of a representative number of 
species by actual reduction to practice, disclosure of drawings, or by disclosure of 
relevant identifying characteristics, for example, structure or other physical and/or 
chemical properties, by functional characteristics coupled with a known or disclosed 
correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the applicant was In possession of the claimed genus. 
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Accordingly, in the absence of sufficient recitation of distinguishing identifying 
characteristics, the specification does not provide adequate written description of the 
clainned genus. In addition, there is not indication of what effective quantity is sufficient 
to increase desquamation in the instant specification. Vas-Cath Inc. v. Mahurkar, 935 
F.2d1555. 1563-64, 19USPQ2d1111, 1117 (Fed. C/r. 1 99 U states that "applicant 
must convey with reasonable clarity to those skilled in the art that, as of the filing date 
sought, he or she was in possession of the invention. The invention is, for purposes of 
the 'written description' inquiry, whatever is now claimed' (See page 1117). The 
specification does not "cleady allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed" (See Vas-Cath at page 1116). The skilled artisan 
cannot envision the detailed chemical structure of the encompassed genus of 
polypeptides, and therefore, conception is not achieved until reduction to practice has 
occurred, regardless of the complexity or simplicity of the method of Isolation. Adequate 
written description requires more than a mere statement that it is part of the invention 
and reference to a potential method of isolating it. The compound itself is required. 
See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993). 

Therefore, for all these reasons the specification lacks adequate written 
description, and one of skill in the art cannot reasonably conclude that the applicant had 
possession of the claimed invention at the time the instant application was filed. 

1 0. Claims 1 8-1 9 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for the protein set forth in SEQ ID NO: 1 , does not 
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reasonably provide enablement for genus of peptides encompassed in the claims. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make the invention commensurate in scope with 
these claims. The enablement requirement refers to the requirement that the 
specification describe how to make and how to use the invention. There are many 
factors to be considered when determining whether there is sufficient evidence to 
support a determination that a disclosure does not satisfy the enablement requirement 
and whether any necessary experimentation is undue. These factors include, but are 
not limited to: Quantity of Experimentation Necessary; Amount of direction or guidance 
presented; Presence or absence of working examples; Nature of the Invention; State of 
the prior art and Relative skill of those in the art; Predictability or unpredictability of the 
art and Breadth of the claims (see In re Wands. 858 F.2d at 737, 8 USPQ2d at1404 
(Fed. Cir. 1988). The factors most relevant to the instant invention are discussed below. 

The amount of experimentation required to practice the claimed invention is 
undue as the claims encompass an unspecified amount of peptides of SEQ ID NO: 1 
following digestion with at least one protease listed in daim 18. The instant 
specification does not demonstrate or provide guidance as to what structure.the 
peptides will have, thus the recitation of SEQ ID N0:1 does not rectify this deficiency in 
view of the laundry list of protease to be employed in a digest. The claims encompass 
digestion with a mixture of protease and it is unpredictable as to what fragments will 
result absent guidance as to the order of the protease added to the digest and the 
specificity of the substrate. For example, Proline-endopeptidase preferentially cleaves at 
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a proline in position PI , however, the PI activity is blocked when another Pro is at 
position PI' (amino acid residues undergoing cleavage are designated PI, P2, P3, P4 
etc. in the N-terminal direction from the bond cleaved and the bonds in the C-terminal 
direction are considered to be P1'), see for example residues P425 and P426 of SEQ ID 
N0:1 . Looking at SEQ ID N0:1 , Proline-endopeptidase could cleave the proline at 
position 458 or 485, however, another enzyme would need to be added to get a specific 
peptide fragment. A first and obvious approach to obtaining infomnation concerning the 
cleavage specificity of a protease is the characterization of the respective natural 
substrate. Elactase and Myxobacter AL1 17 is not well characterized and were not found 
in the enzyme nomenclature. The art recognizes Elastase. Thus, significant further 
experimentation is required to determine the specificity of elactase and Myxobacter 
AL1 17 as the instant specification lacks guidance/direction. The derivation of the 
peptides encompassed in daim 18 depends on where a protein is cleaved by the 
protease and the susceptibility of the cleavage sites. According to Klaus et al. cryptic 
cleavage sites are not uncommon. For example, Factor Xa of the blood clotting system 
efficiently cleaves prothrombin after the sequence motif lEGR ... In chimaeric fusion 
proteins, the same motif is cleaved with largely different efficiencies and in many cases, 
the site is not recognized...". In addition, Klaus et al. desaibe cleavage sites that are 
not readily accessible to the mitochondrial processing peptidase that become cryptic 
and uncleaved protein accumulates in vivo in the mitochondrial matrix (page 859, right 
column),see Eur. J. Biochem. vol. 236, pages 856-861, 1996. A skilled artisan is 
essentially looking for a needle in a haystack absent guidance/direction as to the 
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protease cleavage sites and proteases added to the digest. Furthermore, as evldenced 
by the art potentially cleavage site does not equate to actual cleavage as cryptic 
cleavage sites are not uncommon. Due to the large quantity of experimentation 
necessary to generate the infinite number of peptides recited in the claims and possibly 
screen same for the specific activity (increase desquamation) and the lack of 
guidance/direction provided in the instant specification, this is merely an invitation to the 
skilled artisan to use the cun-ent Invention as a starting point for further experimentation. 
Thus, undue experimentation would be required for a skilled artisan to make and/or use 
the claimed invention commensurate in scope with the claims. Moreover, the instant 
specification does not exemplify the peptides encompassed in the claims in a 
composition having the desired effect of "increase desquamation". Thus, the claimed 
invention is not commensurate in scope with the claims. 

It is unpredictable to determine which peptides will result from a digest involving 
at least one protease recited in daim 18. The recitation of at least one does not put an 
upper limit on the number of mixtures that occur. The peptides resulting from the digest 
depends on the order that the enzyme is added in, which enzyme is more active, 
substrate specificity, and optimum condition for the enzymes. For example, thrombin 
would require different conditions than pepsin, which requires acidic conditions. The 
specification lacks guidance/direction as to the potential cleavage sites of the enzymes 
recited in the claims and a potential cleavage site does not equate to actual cleavage, 
as the site could be blocked or inaccessible. In addition, the peptide obtained may not 
be active or properly fold. Wells discloses that there are various sites or regions directly 
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involved in binding activity and in providing the con-ect three-dimensional spatial 
orientation of binding and active sites can be affected by altering the structure of 
proteins (Biochemistry, vol. 29, pages 8509-8517, 1990). No correlation is made 
between structure and function for the peptides encompassed in the claims. 

The state of the prior art provides evidence for the high degree of unpredictability 
as stated above. The specification lacks adequate guidance/direction to enable a 
skilled artisan to practice the claimed invention commensurate In scope with the claims. 
The working examples provided do not rectify the missing information in the instant 
specification pertaining to the claimed variant. The nature and properties of this claim is 
difficult to ascertain from the examples provided as one of skill in the art would have to 
engage in undue experimentation to construct the variants of the claimed invention and 
examine the same for function. 

The specification does not provide support for the broad scope of the claims, 
which encompass an unspecified amount of peptides resulting fi'om digests using a 
laundry list of protease wherein the intended use of the composition is for a cosmetic or 
pharmaceutical. Critical to this process are actual cleavage sites and cleavage rates. 
The issue in this case is the breath of the claims in light of the predictability of the art as 
determined by the number of working examples, the skill level artisan and the guidance 
presented in the instant specification and the prior art of record. This make and test 
position is Inconsistent with the decisions of In re Fisher, 427 F.2d 833, 839, 166 USPQ 
18, 24 (CCPA 1970) where it is stated that "...scope of claims must bear a reasonable 
correlation to scope of enablement provided by the specification to persons of ordinary 
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skill in the art...". Without sufficient guidance, determination of having the desired 
biological characteristics is unpredictable and the experimentation left to those skilled in 
the art is unnecessarily and improperiy extensive and undue. See In re Wands, 858 
F.2d at 737, 8 USPQZd at 1404 (Fed. Or. 1988). Thus, for all these reasons, the 
specification is not considered to be enabling for one skilled in the art to make and use 
the claimed invention as the amount of experimentation required is undue, due to the 
broad scope of the claims, the lack of guidance and working examples provided in the 
specification and the high degree of unpredictability as evidenced by the state of the 
prior art, attempting to construct and test all peptides obtained in the claimed invention 
would constitute undue experimentation. Making and testing the infinite number of 
possible peptides to find one that functions as described is undue experimentation. 
Therefore, applicants have not provided sufficient guidance to enable one of skill in the 
art to make and use the claimed invention in a manner that reasonably correlates with 
the scope of the claims, to be considered enabling. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

1 1 . Claims 1 8-1 9 and 32-33 are rejected under 1 1 2, second paragraph as failing to 
distinctly point out the subject matter applicant regards as his invention. 
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Claim 18 and the dependent claim hereto are indefinite for the recitation of "peptides 
obtained by the protease digestion of a polypeptide of SEQ ID N0:1, using an effective 
quantity, sufficient to increase desquamation, of at least one protease", because it is 
unclear what amount is considered to be sufficient and whether all possible peptides 
obtained will produce increase desquamation. In addition, the daim is indefinite as to 
Myxobacter AL1 1 7 and Elactase as the enzymes were not found in the enzyme 
nomenclature and are not well characterized in the art with respect to their potential 
cleavage sites. 

Claims 32-33 lack clear antecedent basis for "the composition" as independent daim 24 
recites "Cosmetic or pharmaceutical composition". 

Maintained and Amended-Ciaim Rejections • 35 USQ 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specificatton shall contain a written description of the invention, and of the manner and process of 
mal<ing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

12. Claims 24-25 and 32-33 are rejected under 35 U.S.C. 112, first paragraph, 
because the spedfication, while being enabling for a composition comprising the protein 
set forth in SEQ ID NO: 1 and the encoding DNA in SEQ ID N0:2, does not reasonably 
provide enablement for fragments thereof (see for example claims 24 and 33) or "all or 
a part thereof (see for example claims 25 and 32) or a cosmetic/pharmaceutical 
composition employing said fragments/variants. The specification does not enable any 
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person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make the invention commensurate in scope with these claims. The enablement 
requirement refers to the requirement that the specification describe how to make and 
how to use the invention. There are many factors to be considered when determining 
whether there is sufficient evidence to support a determination that a disclosure does 
not satisfy the enablement requirement and whether any necessary experimentation is 
undue. These factors include, but are not limited to: Quantity of Experimentation 
Necessary; Amount of direction or guidance presented; Presence or absence of working 
examples; Nature of the Invention; State of the prior art and Relative skill of those in the 
art; Predictability or unpredictability of the art and Breadth of the claims (see In re 
Wands. 858 F.2d at 737, 8 USPQ2d at1404 (Fed. Cir. 1988). The factors most relevant 
to the instant invention are discussed below. 

What is enabled are protein with specific sequence (SEQ ID NO: 1) and claims 
directed to "compositions" of the protein sequences perse but not "cosmetics" or 
"pharmaceuticals" employing fragments thereof. The specification has no 
cosmetics/pharmaceuticals for use in treating any skin disorders in association with the 
claimed fragments. The specification demonstrates possession of the claimed 
polypeptide and the encoding DNA, however, does not demonstrate possession of 
fragments of the DNA and the by products utilized in the claimed cosmetic or 
pharmaceutical composition to prevent a specific disorders. Additionally, there is no 
indication of dosage or time period for the claimed pharmaceutical composition or 
cosmetics. The encoding nucleic add encompasses fragments, which could result in a 
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different protein that niay not have biological activity. There is no indication of where in 
the sequence modifications will be made or any correlation between the structure and 
function relationship of the claimed product. Of note also is the fact that the specification 
does not provide any specific indicia of the composition in association with the laundry 
list of proteases listed. 

In view of the foregoing, the specification does not enable any person skilled in the 
art to which it pertains, or with which it Is most nearly connected, to make or use the 
invention commensurate in scope with these claims. Furthermore, since the 
specification is absent exemplification of the therapeutic or cosmetic properties of the 
claimed invention the specification does not provide sufficient guidance to practice the 
claimed invention without undue experimentation. See In re Wands, 858 F.2d 731 , 737, 
8 USPQ2d 1400, 1404 (Fed. Cir. 1988) a court decision that lists the factors to be 
considered when determining whether there is sufficient evidence to support a 
determination that a disclosure does not satisfy the enablement requirement and 
whether any necessary experimentation is undue for further details. Furthermore, 
it is well known in the prior art that changes in a nucleotide sequence can have a 
dramatic affect on the protein product encoded by the sequence. While the degeneracy 
of the genetic code accommodates some variation in the nucleotide sequence, the 
extent of variation evident in applicant's claims go far beyond alternate codons for the 
same amino acid. For example, Tuddenham et al. (Nucleic Acids Research, vol. 22, no. 
17, pages 3511-3533, 1 994) discloses an established database of nucleotide 
substitutions, deletions, insertions and rean-angements. The database demonstrates 
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the deleterious impact that various point mutations, deletions and insertions have on the 
function of a Factor VIII protein. Furthermore, the reference demonstrates that a 
change of only a single nucleotide may result in loss of function in the protein product 
(see page 3512 of the reference). Additionally, Tuddenham et al. teach that substitution 
of an amino acid such as alanine, as a result of the changes to the nucleotide 
sequence, have a significant functional impact on the polypeptide. The chariges to the 
nucleotide sequence described by Tuddenham et al. are limited in comparison to the 
wide degree of variability encompassed in the instant application. A skilled artisan 
would be led to expect that the variation in the polynucleotide sequence would at best 
code for a polypeptide that has impaired function and at worst be either nonfunctional or 
an entirely different product from that of the claimed invention. Therefore, the anxjunt of 
experimentation necessary to determine which protein variants that have substantial 
homology with the native protein would have the same characteristics as the protein 
itself and if the protein subjected to the proposed variations would be functional or even 
the same product is beyond the scope of one with ordinary skill in the art. The instant 
application contains no guidance in performing these experiments, which adds to the 
difficulty in practicing the invention. 

The specification does not provide support for the broad scope of the claims, 
which encompass an unspecified amount of variants/fragments of the encoding DNA. 
The claims broadly read on any fragment thereof/part thereof for the given sequence 
(SEQ ID NO: 2). The issue in this case is the breath of the claims in light of the 
predictability of the art as determined by the number of working examples, the skill level 
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artisan and the guidance presented in the instant specification and the prior art of 
record. This make and test position is inconsistent with the decisions of In re Fisher, 
427F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970) where it Is stated that "...scope of 
claims must bear a reasonable correlation to scope of enablement provided by the 
specification to persons of ordinary skill in the art...". Without sufficient guidance, 
determination of having the desired biological characteristics is unpredictable and the 
experimentation left to those skilled In the art is unnecessarily and improperly extensive 
and undue. See In re Wands, 858 F.2dat 737, 8 USPQ2d at 1404 (Fed. Cir: 1988). 

Thus, for all these reasons, the specification is not considered to be enabling for 
one skilled in the art to make and use the claimed invention as the amount of 
experimentation required is undue, due to the broad scope of the claims, the lack of 
guidance and working examples provided in the specification and the high degree of 
unpredictability as evidenced by the state of the prior art, attempting to construct and 
test fragments/variants of the claimed invention would constitute undue 
experimentation. Making and testing the infinite number of possible fragments/variants 
to find one that functions as described is undue experimentation. Therefore, applicants 
have not provided sufficient guidance to enable one of skill in the art to make and use 
the claimed invention in a manner that reasonably correlates with the scope of the 
claims, to be considered enabling. 

1 3. Claims 24-25 and 32-33 are rejected under 35 U.S.C. 1 1 2, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 



Application/Control Number: 10/677,865 Page 18 

Art Unit: 1656 

to reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. 

The claimed Invention is directed to a cosmetic or pharmaceutical composition 
wherein the nucleotide sequence comprises "an active fragment thereof or "all or part 
of the nucleotide sequence in SEQ ID N0:2. The claims lack adequate written 
description with regard to the structure herein as there is no indicia as to what part of 
SEQ ID N0:2 is intended, in addition, the claims use the open language "comprising" 
which means more nucleotides can be added to the sequence. Thus, the claimed 
invention consist of a genus of fragments to the specified sequence. A skilled artisan 
cannot envision the detailed chemical structure of the nucleic acid. The specification 
fails to provide any additional representative species of the claimed genus to show that 
applicant was in possession of the claimed genus. 

A representative number of species means that the species, which are 
adequately described are representative of the entire genus. The written description 
requirement for a claimed genus may be satisfied through sufficient description of a 
representative number of species by actual reduction to practice, disclosure of 
drawings, or by disclosure of relevant identifying characteristics, for example, structure 
or other physical and/or chemical properties, by functional characteristics coupled with a 
known or disclosed correlation between function and structure, or by a combination of 
such identifying characteristics, sufficient to show the applicant was in possession of the 
claimed genus. Additionally, the instant specification lacks adequate written description 
with regard to the claimed cosmetic/pharmaceutical composition. The specification does 
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not adequately describe the claimed cosmetic or pharmaceutical composition with 
regard to dosage, treatment regimen, timing of treatment nor provide any data on 
humans or veterinary subjects for whom the pharmaceutical composition is directed. 
Absent adequate description, it is unclear how one skilled in the art would be able to 
practice the invention as claimed since the specification provides no data via examples 
or figures of an animal model to demonstrate the claimed cosmetic or pharmaceutical 
composition. 

Further, Vas-Cath Inc. v. Mahurkar. 935F.2d 1555, 1563-64, 19 USPQ2d 1111, 
1117 (Fed. Cir. 1991), states that "applicant must convey with reasonable clarity to those 
skilled in the art that, as of the skilled in the art that, as of the filing date sought, he or 
she was in possession of the invention. The invention is, for purposes of the 'written 
description' inquiry, whatever is now claimed" (See page 1117). The specification does 
not "deariy allow persons of ordinary skill in the art to recognize that [he or she] 
invented what is claimed" (See Vas-Cath at page 1116). The skilled artisan cannot 
envision the detailed chemical structure of the encompassed genus of polypeptides, 
and therefore, conception is not achieved until reduction to practice has occurred, 
regardless of the complexity or simplicity of the method of isolation. Adequate written 
description requires more than a mere statement that it is part of the invention and 
reference to a potential method of isolating it. The compound itself is required. See 
Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993). Therefore, the claimed 
invention lacks adequate written description. 
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Withdrawn-Claim Rejections - 35 USQ 112 

14. Previous rejections to claims under 35 U.S.C. 112, second paragraph are 
withdrawn by virtue of submission of an amendment. 

Withdrawn-Claim Rejections - 35 USQ 112 

15. Previous rejection to claims under 35 U.S.C. 103, Obvious-type Double Patenting 
is withdrawn by virtue of submission of a Terminal Disclaimer. 

New-Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

1 6. Claimi 8 is rejected under 35 U.S.C. 1 02(b) as being anticipated by SIGMA 
Chemical Company (SIGMA Catalog: Biochemicals Organic Conpounds for Research 
and Diagnostic Reagents, 1 994), based on the broad recitation of active "peptides 
obtained by the protease digestion of a polypeptide of SEQ ID N0:1". 

The SIGMA catalog (on page 132, left column, compound A691 1 ) discloses Arg- 
Ala (Acetate salt) used for research purposes or as a diagnostic reagent, which would 
inherently require mixture with water (composition). The Arg-Ala dipeptide can be 
obtained from SEQ ID N0:1 of the instant invention following protease digestion with 
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Thrombin (potential cleavage site is Arg) and Proline-Endopeptidase (potential cleavage 
site is Pro); see residues 5-7 of SEQ ID N0:1 . As the claim reads on any polypeptide of 
SEQ ID N0:1 subjected to digest with at least one protease and asserts an activity for 
all the peptides encompassed, the limitations of the claims are met by this reference, 
said function would be an inherent property. 

1 7. Claims 24-25 and 32-33 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Zhou et al. (PNAS, vol. 90, pages 9470-9474, 1993), based on the broad 
recitation of active fragment thereof. 

Zhou et al. teach a gene and the encoding protein that is structurally similar to 
the protein the encoding DNA set forth in SEQ ID N0:1 and 2, respectively (see the 
attached alignment and pages 9470 and 9472 of the reference).The sequence set forth 
in the reference would be construed as an active fragment thereof, note that the instant 
specification does not provide a definition for the phrase. In addition, Zhou et al. 
disclose that protein is derived from the granular-cell layer of the epidermis and the role 
of the protein an association with psoriasis vulgaris (a disorder of keratinocyte 
proliferation). Based on the similarity in the stmctures of the products disclosed in the 
Zhou et al. reference with the instant sequences, claims 25, 32 and 33 are anticipated 
as the claim does not set forth what part of the structure is needed. Therefore, the 
limitations of the claims are met by the reference. 



Response to Arguments 
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18. The response filed on January 9, 2006 has been considered, however, is not fully 
persuasive. Note that new grounds of rejections have been instituted under 35 U.S.C. 
112, first and second paragraphs, and 102(b) for the reasons stated above because of 
amendments made to the claims. In addition, the rejections under 35 U.S.C. 1 12, first 
paragraph remains, however, has been amended to reflect amendments made to the 
claims. Note also that a new ground of rejection has been instituted under 35U.S.C. 
101, because the claims as amended do not clearly demonstrate the hand of man (and 
inserting "purified or synthetic" in association with the peptide/polypeptide would be 
consistent with the parent file (U.S. Patent No. 6,645,509). 

On page 10 of the response applicant state that the rejection under 35 U.S.C. 
112, first paragraph enablement is traversed because the examiner admits that the 
specification is enabled for SEQ ID N0:1 . This argument is not persuasive as credit is 
given to the full-length sequence, however, the offlce action is stating that applicant is 
not enabled for fragments of the sequences in association with a 
cosmetic/pharmaceutical. In other words the product of SEQ ID N0:1 and 2 are enabled 
and a composition comprising SEQ ID N0:1 is enabled, however, a composition with 
the intended use of a cosmetic or pharmaceutical vyith a partial structure is not enabled 
by the instant disclosure. Applicant states that claims 1 8 and 1 9 have been amended 
to advance prosecution. Note that claims 24-25 and newly submitted claims 32-33 have 
the issues raised thus the enablennent rejection of record stands, however, has been 
amended to reflect changes made to the claims. Applicants point to pages 1 1-15 of the 
specification which reports that the composition is intended for treating the thinning of 
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the epidermis, in particular tlie horny layer and treating excessive fragility of the skin. In 
addition, pages 12+ provide additional postulates of intended use and a laundry list of 
proteases. Applicant's comments regarding dosing has been considered but is not 
persuasive. The issue at hand is what is stated, what is demonstrated and what the 
breath of the claims encompass. There is no demonstration of said cosmetic or 
pharmaceutical composition having the purported uses/effects employing the fragments. 
Therefore, the rejection remains. 

With regard to the rejection under 35 U.S.C. 112, first paragraph, written 
description, applicant state that claim 25 has been amended and new claims 32 and 33 
have been added to obviate this ground of rejection. Note that the rejection remains, 
however, has been amended to reflect changes made to the claims. Claim 24 has been 
added to the rejection as the claim as amended recites "an active fragment thereof. 
Contrary to applicant's statements claim 25 was not amended to remove the language 
rejected. Claim 25 and newly submitted claims 32-33 recites "all or part of the 
nucleotide sequence of SEQ ID N0:2" and "fragment of SEQ ID N0:2". This language 
does not obviate the grounds of rejection made but instead is precisely the reasoning 
for the rejection of record, therefore, rejection remains for the reasons stated above. 

Conclusion 



1 9. No claims are presently allowable. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hope A. Robinson whose telephone number is 571-272 
0957. The examiner can normally be reached on Monday-Friday. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr, can be reached at (571) 272-0931 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more Information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-firee). 
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